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December 4, 2007

Via email: www.fda.gov/dockets'ecomments

Division of Dockets Management (HFA-305)
Food and Drug Administration

5630 Fishers Lane, Room 1061

Rockville, MD 20852

Re: Docket No. 2007N-0262/RIN 0910-AF92
Use of Ozone-Depleting Substances; Removal of Essential-Use Designation
(Epinephrine)

Dear Sir or Madam,

These comments are submitted on behalf of the International Pharmaceutical
Aerosol Consortium (IPAC) on FDA'’s Proposed Rule on Use of Ozone-Depleting
Substances; Removal of Essential-Use Designation (Epinephrine).

IPAC is an association of companies that manufacture medicines for the
treatment of respiratory illnesses, such as asthma and chronic obstructive pulmonary
disease (COPD). IPAC is firmly committed to the transition from CFC metered-dose
inhalers (MDIs) to CFC-free alternatives, pursuant to the Montreal Protocol, and has
actively engaged in the transition process in the United States. IPAC’s member
companies have invested, and continue to invest, substantial resources to develop CFC-
free alternatives in order to accomplish the phase-out of CFC-based MDiIs.

As highlighted below, IPAC believes that many of the comments it submitted in
connection with the FDA rulemaking on the seven other CFC-based MDIs marketed in
the United States (“the 7-moiety rule”) are relevant to FDA'’s consideration of the phase-
out of epinephrine CFC MDIs. For ease of reference, a copy of IPAC’s September 10
submission is attached hereto.
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In the proposed rule, FDA notes that based upon its experience with
reformulation efforts for CFC-based MDiIs, “it seems highly unlikely that a non-ODS
inhaled epinephrine drug product will be developed and clinically tested until well
after 2011.”1 In addition, FDA concludes that no technical barriers exist to
reformulating CFC-based epinephrine MDIs into CFC-free products. These are
important conclusions and for patient health reasons, as well as critical policy
considerations, it is important to begin planning immediately to transition patients to
the available CFC-free alternatives.

IPAC wishes to highlight the following additional points:

The United States is in the final phase of accomplishing the transition
to CFC-free products. As detailed in IPAC’s September 10
submission to FDA, efforts to research and develop CFC-free
replacements should be well-advanced at this late stage. In the
context of the 7-moiety rule, IPAC recommended that effective
management of this final phase of the MDI transition could require
some flexibility for a seamless transition of CFC MDIs for which a
CFC-free replacement is on track to generate a near-term (end 2008)
submission of a comprehensive new drug application (NDA) for the
CFC-free replacement product.2 There is no evidence in the detailed
information and analysis set forth in FDA’s proposed rule that
epinephrine CFC MDis fall into this narrow category. Indeed, it
appears that it is critical to plan now to transition epinephrine users
to CFC-free alternatives.

MDI manufacturers have known for many years that CFC MDls
would need to be phased out. Continuing to allocate CFCs to
companies that have only undertaken preliminary R&D and where
there is no realistic prospect of launching a CFC-free replacement in a
reasonable timeframe is wholly inconsistent with the Montreal
Protocol. Further, it would send a negative signal to those
manufacturers that have invested substantial resources to accomplish
the Protocol’s important objectives. IPAC notes FDA'’s discussion of
the important benefit of “validat[ing] expectations that the
government will protect incentives to research and develop ozone-
safe technologies.”

172 Fed. Reg. at 53717-18.
2 See IPAC’s September 10 submission at 2-3.
372 Fed. Reg. at 53728.
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FDA has identified two primary factors that it will evaluate in
connection with the phase out of epinephrine CFC MDiIs, i.e., (i)
“whether adequate time exists to provide patient education for users
of OTC epinephrine” and (ii) “whether adequate production capacity
and supplies are available to meet the new, presumably increased,
demand for therapeutic alternatives.” IPAC agrees that these are
important considerations and urges FDA to be proactive in collecting
relevant data regarding production capacity/supply from the
manufacturers of the CFC-free alternatives. In addition, we urge
FDA to actively explore opportunities with both the manufacturers
of the CFC epinephrine products and of the CFC-free alternatives on
possible means to promote timely and effective patient education.

IPAC fully concurs with FDA'’s conclusion that “the United States’
ability to obtain an essential use allocation for CFCs for the
manufacture of OTC epinephrine MDIs in 2010 is questionable.”®
This is an important consideration and provides a critical rationale to
begin planning now to transition individuals to CFC-free products,
rather than extending over lengthier timeframes with increased
uncertainty and concomitant risks for patient health. Further, for the
reasons set forth in its September 10 comments, IPAC does not
support new production of CFCs for MDIs after 2008 absent
compelling circumstances that existing stockpiles are not available.

IPAC concurs with FDA’s assessment that “[p]rescription drugs
available through [patient assistance programs] can be substantially
less expensive than OTC epinephrine MDIs.”® It is important to
consider patient assistance programs available for the CFC-
alternatives to OTC epinephrine products and we urge FDA to be
proactive in obtaining relevant information from MDI manufacturers
in this regard, as needed.

4IPAC understands that FDA has closely tracked the transition from CFC albuterol MDls, including
production and manufacturing capacity, and this could serve as an efficient venue for FDA to obtain
relevant information. If confidential business information (CBI) is relevant, FDA should establish a
mechanism to receive such information. (See, IPAC’s 10 September submission at 4; footnote 4.)

5 1t should be noted that the European Community and the Russian Federation — the only Parties still
seeking essential use CFCs for MDIs have informed the Montreal Protocol Parties that they will not seek
essential uses after 2009. See Decision X1X/13(4) (September 2007).

672 Fed. Reg. at 53728.



Food and Drug Administration December 4, 2007
Attn: Docket ID No. 2007N-0262 Page 4

We appreciate your consideration of these comments.

Sincerely,

; /*/’{““’@%we JMH{JQ\

Maureen Donahue Hardwick, Esq.
Secretariat and Legal Counsel

cc: Badrul Chowdhury, MD
Robert Meyer, MD

DCO01/ 533280.1
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September 10, 2007

Via email: www.fda.gov/dockets/ecomments

Division of Dockets Management (HFA-305)
Food and Drug Administration

5630 Fishers Lane, Room 1061

Rockville, MD 20852

Attention: Docket ID No. 2006N-0454

Re:  Use of Ozone-Depleting Substances; Removal of Essential-Use Designations
(72 Fed. Reg. 32,030; June 11, 2007)

Dear Sir or Madam:

These comments are submitted on behalf of the International Pharmaceutical Aerosol
Consortium (IPAC) on FDA'’s Proposed Rule on Use of Ozone-Depleting Substances; Removal of
Essential-Use Designations (the “Proposed Rule”).1

IPAC is an association of companies that manufacture medicines for the treatment of
respiratory illnesses, such as asthma and chronic obstructive pulmonary disease (COPD).
IPAC is firmly committed to the transition from CFC metered-dose inhalers (MDIs) to CFC-
free alternatives, pursuant to the Montreal Protocol, and has actively engaged in the
transition process in the United States. IPAC’s member companies have invested, and
continue to invest, substantial resources to develop CFC-free alternatives in order to
accomplish the phase-out of CFC-based MDIs.

1 These comments supplement the submission IPAC made on July 20t regarding the need for FDA to establish
a mechanism by which commenters can submit confidential business and trade secret information.
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IPAC has long supported a timely and effective transition that balances patient
health and environmental concerns. IPAC strongly supported the US transition strategy
issued in July 2002 which undertook a “moiety-by-moiety” approach as the first phase to
accomplishing the phase-out of CFC MDI products. In recent years, the US has achieved
substantial reductions in the volumes of CFCs allocated to MDI companies and used in
MDIs. This is largely due to (a) the transition to CFC-free albuterol MDIs, which has
proceeded relatively smoothly,2 and (b) the voluntary withdrawals by some IPAC
companies of their CFC MDI products. The MDI transition has now reached a mature stage
in the US, and it is important to effectively manage the final phase of transitioning patients
to CFC-free products. The FDA'’s proposed rule is an important step in this regard.

Efforts to Research and Develop CFC-free Replacements for the CFC MDIs Currently
Marketed in the United States Should by Now be Well-Advanced

It is important for FDA to carefully review a company’s efforts, to date, to research
and develop a CFC-free alternative to the corresponding CFC product. The heart of the
essential use process under the Montreal Protocol is to ensure the continued availability of
CFC MDis for patients until replacements or adequate therapeutic alternatives become
available. However, it was always recognized that the essential use process was to be a
temporary exemption and that all CFC MDIs might not be reformulated. MDI
manufacturers have known for many years that CFC MDIs would need to be phased out,
and CFC-free development programs should by now be sufficiently mature (i.e., phase 3
trials). At this late stage, a company that has completed only preliminary R&D has no
realistic prospect of launching a CFC-free replacement product in a reasonable timeframe.3
Therefore, it is very timely to plan now to transition patients using such products to CFC-
free alternatives, assuming they are shown to be therapeutically equivalent. A 31 December
2009 effective date should allow ample time for these patients to transition safely.

At the same time, effectively managing this final phase of the transition may require
flexibility to allow for a seamless transition of CFC MDiIs for which a CFC-free replacement
program is on track to generate a near-term (by end 2008) submission of a comprehensive
new drug application (NDA) for the CFC-free replacement product. Companies with such
programs have responded to the Montreal Protocol by investing enormous resources, and
the patients they serve should not be denied the near-term prospect of a seamless, moiety-
for-moiety transition of their medicines, if needed. The extent of flexibility required will be
determined primarily by public health considerations and FDA'’s required review time, but
a timeframe extending beyond 2010 should not be necessary, absent a compelling patient
need. FDA could condition its allowance of any extension of time for a particular product
on the submission of a bona fide NDA and reconsider the appropriateness and length of

2 IPAC firmly supports EPA’s/FDA’s determination that the production of new CFCs is no longer necessary for
single-moiety albuterol CFC MDls.

3 IPAC has advocated for several years that only MDI companies with sincere and advanced R&D efforts
underway should continue to receive essential use allocations.
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such extension (i) if an NDA filing does not appear to be substantially complete and have a
reasonable prospect of approval, or (ii) if FDA’s review takes longer than anticipated. As
detailed below, it is incumbent on FDA to review such regulatory submissions
expeditiously in order to ensure a timely, smooth and effective transition for patients.

IPAC recognizes that the development of CFC-free products has presented
significant technical challenges in some instances, but that cannot justify allowing continued
production of CFCs beyond a reasonable timeframe. The proposed rule notes the
importance of maintaining international cooperation as a factor to be considered in
implementing the US transition strategy. IPAC shares this view. Given the status of the
phase-out in the US and other developed countries — and the impending deadline for
developing countries — it is important that the US take interim, mitigating steps where
possible. In this regard, IPAC notes FDA'’s expectation that in light of existing stockpiles of
pharmaceutical-grade CFCs, it will not be necessary to provide for production of new CFCs
during 2009. This is a reasonable goal and, if achievable, would be an important milestone
for the US.

Therefore, IPAC does not support new production of CFCs for MDIs after 2008
absent compelling evidence that existing stockpiles are unavailable — an exceptional and
unlikely circumstance. This will provide a critical signal to patients, health care providers,
and manufacturers that the MDI transition is near conclusion. It will also send an important
signal to the international community that the US is preparing to conclude the MDI
transition. After 2008, CFC MDIs with a replacement undergoing active and sustained R&D
could be produced from stockpiled CFCs (rather than new, just-in-time production) to
accommodate a seamless transition to the direct replacement. Using small quantities of
already produced CFCs to meet patient needs, rather than simply destroying all remaining
stockpiles, is a pragmatic approach.

FDA Should Review New Drug Applications Submitted for CFC-free MDI Products
on an Urgent and Expedited Basis

The phase-out of safe, effective life-saving medications for environmental, rather
than therapeutic reasons, represents a unique and challenging undertaking. As the
regulatory authority responsible for reviewing and approving applications for new drug
products, FDA has a central and “critical path” role in ensuring a smooth and timely
transition for patients. It is particularly necessary at this late stage of transition for FDA to
address the review and consideration of applications for CFC-free products on an urgent
and expedited basis. This is a fundamental component of the US’ obligations under the
Montreal Protocol, and it would be unfair and inconsistent for FDA to do otherwise.
Indeed, Decision VIII/11(2) of the Montreal Protocol Parties provides that national
authorities should be requested to undertake expedited review.
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It has been widely recognized that one of the core elements of the Montreal
Protocol’s success is that government and industry have successfully collaborated to bring
ozone-friendly technologies to the marketplace and phase-out CFC-based products in a
manner that is minimally disruptive to consumers. Certain MDI manufacturers have
invested considerable time and resources in developing CFC-free alternatives, and have
remained committed to doing so even in the face of substantial and daunting technical
challenges and hurdles. FDA'’s proposed rule acknowledges the importance of
“preserv[ing] expectations that government protects incentives to research and develop
ozone-safe technologies.” IPAC fully agrees, and believes its comments on the Proposed
Rule offered herein will help to further this important objective and promote a seamless
transition for patients.

FDA Should Establish a Mechanism to Receive Confidential Business Information
Relevant to the Rulemaking

In its July 20th submission to FDA, IPAC requested that the agency urgently address
the need for a mechanism by which commenters can submit confidential business
information (CBI) and trade secret information for consideration as part of this rulemaking
proceeding. As detailed in IPAC’s letter, this would appear to be critical to ensuring that
FDA is able to take into account important information relevant to the consideration of the
essential use designations for CFC MDIs. However, at the August 2"d open public meeting
on the proposed rule, an FDA representative stated that the agency was unable to create a
mechanism for consideration of CBI and trade secret information. It is important to note
that in other instances, FDA has established an appropriate process for consideration of
CBIL.4 In light of these precedents, IPAC encourages FDA to re-consider its position on CBI
and establish a protective mechanism, as appropriate.

Sincerely,
i | 1
g /Jiuﬂﬂrﬁéfg}ﬁwf&p u‘w"mn’l Li,
Maureen Donahue Hardwick, Esq.

Secretariat and Legal Counsel

cc: Badrul Chowdhury, MD
Robert Meyer, MD

4 See, e.g., Nicotine in Cigarettes and Smokeless Tobacco Is a Drug and These Products are Nicotine Delivery Devices
Under the Federal Food, Drug, and Cosmetic Act: Jurisdictional Determinations 61 Fed. Reg. 44619 (Aug. 28, 1996).
The agency acknowledged that the confidential docket established in this instance was necessary “to
accommodate the industry’s need to protect its confidential commercial information and its trade secrets, while
at the same time providing ample notice to the public of the information on which it relied in this proceeding.”
(Id. at 45283). IPAC believes this is an appropriate balance to strike.





